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(57)Abstract: 

PROBLEM TO BE SOLVED: To provide a method for controlling the dose of paclitaxel to avoid its side effects 
on a treatment using the paclitaxel. 
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the method, and a screening method using the polymorphic gene are also provided. 
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[fiKySl] CYP2C8«£i$'>2-&3CYP2C8jtfc?©£ 

2 ] £Stf-tfi££i!T?fc a . n&g i tta 

[K*«3] CYP2C8jte?O^SA\ CYP2C8<D404# 
[B»*«5] «T©(a)~(c)©X&£$tr, 

i ~4 ©v>-r"n^tiatt©cYP2C8K t fc ti^^na^t! 
c b ) mm l fcDHAiiW<o«siE5ij*5*s-r s is 

(c) (b) tte^Tgfc^LfcDHAOtfiSiajlJ*. «fil 

fctbisiraxg 

BB#«6] JKTO(a)~(d)OlS««tJ, M$« 20 
1 ~ 4 ©l,vjp tifrCEKOCYP2C8C J: 5 ft8J£ti3Htl 

(a) 1210#g©SS£#t?CYP2C8»£?!|lTJt***L' 

(b) a«#*6H»*nfeDNAK««J: »? CYP2C85HE? 

(c) (b)TfJMILfcMA*(a)OaMSi:»»*#*X 
S 

(d) ttnttfc«aB*LLfcH£*tife?*U*?-K7'n 

OT2C8»S?£I!**Hti'f 3IS 
[Ifit<Jl7] CYP2C8ite?O1210Sg*-g-ty^{cW 
jS-r5DIlAt/^7"U^XU 'P&<.£&l5??\s* 
f-KOilfi^-f •5^U:J?^^F£-&t?, CYP2C8 

Cli*S8] CYP2C8jte : f©1210#g^$ty^t*f 

is-rsDNAt/^y u x-r x-ra? ? v** fxo-x 

tfB3££*lft*£fre>&S, CYP2C8££t>m§f2tl53E 
BR**9] CYP2C8Jlg ; ?<D1210#g^S£?^{C» 40 

js-rsDHA%»«-rs «fc 5 cssfsnft7* 7- fx^ 

•Yv-SCfy^-XX^'Tv-^ty, CYP2C8KJ:tm 
CB»*W1 0] JUT© (a) ~ (d) OIi**B, 

(a) 404#g©7 = y^S^75->T*fe5CYP2C8 

(b) ttlffilc#LttKft:^*£M?'&Sxa 

(c) ffi^k^t)*gM^^fcffliatfelj-5CYP2C8Sitt so 



(d) ^ffc^«*<SM*-&a:V^OJStti:it«U 
Ts (c) T^ffi^nftStt^in^Sibi^^SK 

rsis 

[ffj&l 1 1 ] CYP2C8Stt*V^ U 24-fe/l/6 a -t: 

[?P.B©l**H&iBBJl] 
[0 0 0 1] 

[0 0 0 2] 

ttifflit^Sofco a*, fi#sftfc*fcw\ Brew* 

H14©ib^ti3t, Mtfic, Xfo^ FfttfflBBWWort 
^nAP450 (CYP) SWSiiktfT**. fc FffFM^ 

t tt2osix± ©OT©jH s »ra s ft r ^ s o cYPtt ^ < 
©*«j©ttB!fcH-5u «*o*rt-rolM»«iiiLT 

I^S. tt-aT, 36fc©JI»fcg£tt%fcJ*fcfcEH:, » 

£©3^*^© £©#?«£«]: 9 ttiB£fts©*\ s 
[0 0 0 3] *&©)i{£?P#T©ii#t;:f#<<\ Utitw 
-igg^lk J (snps) C£t)^h^n-A©fttf?£tt#l§ 

*?»nftD, m^^nfto-rsctfeaanTv^ (y 0 

ko i T .Rt/Kamatak i T . , Pharma .Res . 15:517-524 (199 
8) ; Inge lman-Sundberg M. et al.. Trends Pharmacol. 
Sci. 20:342-349 (1999)) „ 
[0 0 0 4] CYP2C8»£?8\ Jfefe#10q24.1K:f&BL 
(Inoue K. et al., J .Hum .Genet . 39:337-343 (199 
4)) . 9flKDX*Vyfr6««*tl*3ie?-e** (Klo 
se T.S.et al., J .B iochem .Mo 1 .Tox ico 1 . 13:289-295 
(1999)) „ COgOCYPttBflfc MUlC, WIS, PJIf, 

5 (fu$i©Klose T.S. et al.) „ CYP2C8tt, SiJS^A 
^y^*-tr;V (Rahman A. et al.. Cancer Res. 54:554 
3-5546 (1994) ; Sonnichesen D.S. et al., J .Pharmaco 
l.Exp.Ther. 275:566-575 (1995)) , HMG-CoAbX^ 
— t?PI*SJ-fe »J AX?f> (Muck W . , Cl in .Pharmacok i 
net. 39:99-116 (2000)) „ m&mtl (Ker 
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r B.M. et al., B iochem .Pharmaco 1 . 47:1969-1979 (19 
94)) , tfmmm\-U>fVZVy (Yamazaki H. et a 
1., Drug .Me tab .D ispos . 27:1260-1266(1999)) . 7k 
tf\ z.*#tiy (Ohyama K. et al.. Dru 

g. Me tab .D ispos. 28:1303-1310 (2000)) ^©J&g?^© 
fJWEflKa*8»J*£fcLT^S a CYPZC8tt*fe. ±h 

^ yx- wv f y*Rtf.79* F ym*1$ts 

f\ mjKMmmvmmm^LT^z-h-hm^nT 

1^5 (Nad in L. et al., B iochem .Pharmaco 1 . 58:1201- 
1208 (1999) '.Rifkind A .B . et al., Arch .B iochem .Bio 
phys. 320:380-389 (1995)) „ 

[0 0 0 5] CYP2C8(COV^Ttt, CYP2C8M^^^ V 
•fe;U 6a-t HD+i/;WkO@tt, MtfC. nS/^U* 

&SilfcA' 5 |g J &^nTl-'5 (iftL Sonnichsen D .S . 
S ; Baldwin S.J. et al., Br J X 1 in .Pharmacol . 48:4 
24-432 (1999)) „ LfrUk#5, *©±34jSttC» 
*-$-«CYP2C8©£Stt, WKB*AC*tf**S!ttCO 

[0 0 0 6] tC5T% CYP2C8^0f^»JC BH-^-T 5 / ^ 
^'J^Wtt, g&K^^ll Taxus brevifolia i:*? 

*SiS tifc $ * v *> ^tt'fis ->*x;U^ >SPSte© 

TA/iJUj FT&5 (Wani M.C., J .Am .Chem .Soc . 93:2 
325 (1971)) c «/hS«£*<E»-rSCfcfc*9»H* 

X.f£, Kingston D.G.I, et al.. Studies in Organic C 
hemistry 26 .pp .219-235 . Attaur-Rahman . P.W. Le Que 
sne®. Elsevier. Amsterdam (1986)) „ 
)],(0£&PiT'<0{m<D£.m®t LT«\ CYP2C8t«kt)6 

*j, smm. J&^> mas*, ana® taesn 

Tl^S. «fiBO£*rt^<i"J **-fe;WWfC«<CYP2C8 

;bi&*#±# U fti Jf^S n 5 C i: fc J: t) S"JflF 
ffltf&<iS5feftSfc^*.e>*lSo 4£oT. CYP2C8©ft 

tjSCrc*©^ D **-bA/*i84-r5c: fcfc «fc 5, I'J 

[0007] Web s ite (http ://www . imm .k i .se/CYPa 1 le 1 
es/) tC«. CYP©^^CO^T©1f ^A^IB^nTV 
So COWeb site±0«SK:«J:Sf:Z69ffi075y«tf 

A^tMiO-rSo Sfc 139&Rtf399ffi©2C>©7 5yi£# 
Lfc*ttM£?CW2C8* 3tt, *SBBMcfc^T*Hi* 
ftfcg416a/all96g; R139K/K399R (^1) £IrI C *>©"?? 



[0 0 0 8] 

imwt>mmh£ot?z>wm ^mmma. cw2 

C8EJ:»)tt»snail«l*E06BfcLTl2-^-rs«^ 
£, CW2C8tJ:D{tifSn5^tl©S^»*PS5L, * 

fm © g w«cyp2C8 t ct o ft»* ^©s^c <t a 
iy{tffl^S5fj-rsrci6©cYP2C8jie?©^s*fijfflL/c 

attnc, zm&fci-m m l fcx * u y yis&itsk 

[0 0 0 9] 

v $ +-b;i/©^rt coixm t H^-r s cyp2C8c mf 

e^S^tti-rSclt^gWtU H^Afl&E&Jfc© 
73S©^«^^ffl^T9fi©SNPs^CYP2C8ilG?cfJ 

tc&ffiLfco 4o©sNP S ax^yv*K, flk©4o«-i'v 

FD>cp, ^-LTfe5lOti3 -#BRMK (3 -UTR) * 
tfilLT^fto ^©5^s 30©x^y>©SNPstts 
75/i©IS^i:t%OT^o/c (g416a, R139K; 
all96g. K399R; cl210g, P404A) „ 
[0 0 10] ChBOTSyMJIOCWZCSWBtJW- 
g£Sfc<fctj : 4«©ailttCYP2C 
8 cDNAflSSK ! a(R139IU K399R> R139K/K399R, &tfP404A) 

fcfftKU Hep C2»ch7yx7i^hu ^ne>© 

WJjt*tfzfo6a-K tfjgttfcin vitroT* 

Kfci/fe. *o«s*, m©*Witfcv^T^-r<t ^ fc« 

g^P404A©^lg l^-<;l/ttS3i§y ©I§J1 1 ht^T 
¥»3fi<K?i / >bTV^c 0 ^MSK399R©f6^Lx 

39K*frv->R139K/K399Ri:-r5£:i:KJ; 0$8&W<.Mtt> 

K399RS.t>*P404A^F^>77x^ F LfdHep 02^*© 
mRNA fc , ©mRNA fc S fc A.H 

7-Hfffi1t*Si'^ R139 K /K399R©gtt©ji'>{iP*M 
SSS^©?S1t©fgTtJ;i5, P404Atfc^§{6Ttt. 
MeH*©M'>©fcJ6fc#A 
[0 0 1 l] *5SBfc«fc*>, SiaSf9J^f U **-b/KO« 
iSJtM4LTv^P«CYP2C8©if^SNPsA'iaffi^nfc 0 
*%B^©SNP©#l£tt, CW2C8fi^»J1"a ^©T'a&o 
fee CYP2C8K:J;t)^it*tx5Stl©S-^fut, cne>© 
SNPs^ll^S Cb\C£ty CYP2C8 K «fc D ttWS tl S S6%<0 

feSo WB. 2(s:^a/^i'U^+-fe;I^F©CYP2C8tJ;0 

«»*n«aiiaoa#fi:«j:siiffffl*«iiS!i-r5fcftocy 

P2C8ae?©^S^^Jffl bfc^a^ffi, RtfK^fetfe 
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tea, (1) CYP2C8M£S / >£-e ; 5CYP2C8jt£ : f©^l! 
^m-rsig^-g-tf, CYP2C8K:.£»)fm£ft33g«;: 
Jit5«fgtt«)«SAS. (2) 

(1) £EtO«ffiftt, (3) CYP2C8«<5?© 
CYP2C8©404#g<D7 5/^M*t>fcB-rt> 
©T'$5, (1) (cEKOttSA& (4) CYP2C8tcJ: 
fjf^S^ns^jbV^^U^^-b^T'feS^ (1) tcia 
«®«HE&a, (5) «TO(a)~(c)<DIim 

en ~ (4) ©^-rn^tta^©cyp2C8K <fc t>^2 
n%mmcmzKm%&<D®i£Jim. (a) 

tZTM (b) JgSSLfcDNAimoilgBWIfc&^-ra 
Xg (c) (b) £fc^T&^LfcDNA©iMSI2£iJ£, 
«JHi:JtlW*lS (6) OTO(a)~(d)OH« 
tr> (l) ~ (4) ©^■fttfrKiBis©CYP2C8i;:«fc»)ft 
MSnS^HSKjtfrsfSWffittfflttSE&S, (a) 1210 
SBOfflS*^trCYP2C83ie?IBrM-*? f U** F7n 
-XkLTSSLtfcS^-fSX*! (b) &$gfr&H£l 
StlftDNASmJ:t)CYP2C8afi?O1210»g©«S*^ 
tTDNA*JMrtSIg (c) (b)-C-*ISLfcDNA^(a)© 
S«i:£tt*-&*X« (d) KDHAi:KB«±CH3e* 
ftfc 7 ? Ut f- F 7n-7 1 ©/ W 7 'J £V X©&«£ 

ttmrscfctcj;*), cyp2C8iie?*a!*ttia , rsx 

g, (7) CYP2C8JSfi ; ?O1210SB%$€y|i«fC^JS-r 
SDNAtC/N-ryj^XU, f:tl57*U*^-F 
©^S«r^rr5^ij3?^U^^F*-g-Cys CYP2C8K <fc 
$tt»Sna3Hftfctt**ttil^©«SE3lt (8) CY 
P2C8jg£?©1210#g*^t?^i£fcm-f 5DNAK/v< 
7U ^Xf 3? * F^n-y««He*tiftWE 
fre>&3, CYP2C8lc£9ttlff£ft3^aictt-rsft8li£ 
ttO^rfilg, (9) CYP2C8JSe : fO1210#g*#tf^li 
K&JET 5 DNASrtf tit" §<t -5 (c Kit* ftfc 7 * 9- F 
7^>(^-&a : yA— XT^v-^ty. CYP2C81C J; 

5«w*n5*»c»-r*f«wsitoaais, do) 

KT© (a) ~ (d) <E>Iig*#t?, CYP2C8£cfctmitJ 
£ft3 Jff 5 ftffitS14£±f?-2 *5 E^p^ift: 
^»OX*'J-->^ (a) 404§g©75/g? 
SIS/FT V- >T'S 5 CYP2C8*5g51-r 3 SfflS^JHSf § 

ii(b) mmK®Lm&tefo*m&-z#*iM 

( c ) ^{fc^fcS^S* fcffllfifcfcttaCYP2C8^ 
Sttm-TSXS (d) ^fc^j^MS-frSft^te© 
ySttfcib^LT. (c) •traffiSftfegttfcifttaS-e-s 

{ fr&»*SS?t S IS, (ID CYP2C8iStt*V ^ ij * 
o-t Pnti/7-BSttTW, (10) t 

[0 0 12] 

BW!©Mt©»IH *5SJ!#5£J:?>, CYP2C8«ft? 
(GenBank Accession No. NM000770 ; NM 000770©? £ 
b;t^FE?W24#i©ATG©A£l#g©igSkU !1 

tiK»j&r*^*-*->* i #g©75/g?gisfr 



5) ©416#g©£SG#AC, 1196#g©tgSA#G£, 

4. 139#g©7S/^Stf7;l/3 r -VfrSy^X 3 
99#g^U ^Vfr^/l/^-X 404#g^7°n y >fr 
&7^y£^JtLfcCYP2C8tffgM2ftfc OS-^ g416 
a/R139K. all96g/K399R, cl210g/P404A) „ C©?^ C 
YP2C8©404# g ©7 5 / If tf^H L feP404A{il)T*IS:SNP 
^■g-tytgSSBJiJlc J;-t) 3- F£ft3fe©T*&ofc<, CO 

10 TCiitfCYP2C8M©{rF££9TtfD, «t6«*g|W£ 

oT> ^^U^*-b;H|OCYP2C8K t fct)ft»Stl?.Stl 

19:#**BlfiIs-rac:^ti»)CYP2C8fi:j:!)«» 

[o o 1 3] zmti*. m&^mat. ap* i %w± 

©«ST?#«E L T 0" S 1 K felt S 26 s *aa©SEf k 
fc-WSfcttJEttSn*. LfrLfttfS, *?8B^© 

LTtt, mar, -igs^s! (snp) a* 5 

cnecw^nsiot'ttsv^ sac ^gygfl 

ffiO»lcot>TtWlcWHttft<, HHJ^U:O^S**• 
LTVTfcJ:V>„ 0!l;ifcr, CYP2C8»{5?©1210#I©$g 
g#Cfr?>GKg?gU ^OJSS, CYP2C8©404#g©7 

30 cntC$lM$nSfc<DT*ttft<, CYP2C8M£M'>£-y:3 

&©T*fcftf£#^© t-g-snso 

[0 0 14] %>2>&m%-5tSCtlC£r>, CYP2C8*^M 
(1 ) ^^^^tyCYP2C8it{5?^^JEir2, * * -* 

(3) SEe±ffl8a*cYP2C8*»5m«na*fl : T-pis«-rs 

(4) CYP2C8©fgJaU^;b£:!l8-v ^§a«CYP2C8il{S? 
40 A b tci%-£cDl&%: £ iAM? 2> 

7n7T^>m F-y h7avf^^ ^Sit^ 
ffi, NKf&ftft&M£& (EL ISA) , Ry^^^TtS^ 

[0 0 15] Sft, *»WOCYP2C8CJ: 0«aStlS* 
ft t tt, CYP2C8«{ / Ffflt «t <3 Sftrt-pf^WS ft 3 »KT? 

ft6o^(cPi^^n?.feoT'«*(/\ 

so [0 0 16] *5WiOtjaD5ffiO-00«»tt, CYP2C8 
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65„ *^C<fc'3, CYP2C8M*M^*-&5<t'5^ CY 

pzcsjie? c^Cfc^SH^ffl-rsnig^-a-ty. cypzcs 
[0017] *«||K:fev>TCYP2Cfite?-K:Si;fc^a 

CW2C8©?£l»£$'>2-eS &©-<?£ 9, »SL< I4CY 

P2C8©404#g ©7 5 / KgtS£^H2 #3 t> ©T-fe 

So BP^, CYP2C8^3-F1-5iie?O404#gO73 10 

[0 0 18] ±EtteS*»C*ifT, CYP2C85t£?tc£ 
Cft*fflO*Wtt, Wttf, Stf*#©CYP2C8Jt£?©S 

[0 0 19] JfcfrjSHlfc^Ttt, #^T', CYP2C8ffl{5? 20 
^tfDNA^gtf So KDHA©*«(i. CYP2CStg?fc 
A^7iJWXt5y7^V-?:ffll>T, !£fe#:DNA, 

«E58*ijfc3&r 5= ¥i$LftDNA©mSSG?iJ©ifc£t4, 
[0 0 2 0] **)£iC*3V>Ttt, i^T?, &£LfcDNA 

©«£E5U«, »58f:tk«1-«. **at*tta«iai: 
tt, T£?£& (M*M) CYP2C8jfie?©BB5>J?rB3o —IS 
iC{t#A©CYP2C8jlfi?©K?iJttxEmt?S5 fc© 30 
P.ns<ltA>?), ±!EIg© WS§tttKTSj tit. 

ms?, mftA'Dcmcm&Tcomwtitmtzc.titM 

l£-f.5;tf, GenBankfC^£SJfc LT§^£ftTV£CYP2C 
8»e-7-©iia?J (NH00070) i:JttltLTfc<fcV\, c©J:5 

*tt^©^^, «ti«ocw2caie?<wsa*iwiH4:* 

&oTVfdg-&l;:i4, ±^<OJ:5tc^S*'tCrCYP2C8 
ji^ : ftJ;ti^Sn«CYP2C8ft5:ia^5o ^©ilSSI, 

5 ©Htl©jS#£ J: « BJftUB*^ 1; -r v f: WSS 40 

[0021] #j883©8ia#ffiH\ ±iE©io<i£S»H* 

#Etj*©INA©t^E9J£»£-tS;£8sttflfc:, ^S© 

it if. ^wmasifzzmommt. JWTcfca&sa 

S*H«*S. #^T\ W»LfcDNAHS**JlBllilSK: 
<fc!)9J»frs. #^T\ DIIA»fM-**©*#«K*Si;T 
»*f*o &^T\ ttWSftfcmwKfr©***** » 
BgtJtSffSo £fc flfi©— o©^fcfcv^T{i, S so 



f\ «tt#*5DNAKS*aWS-rS. #V>T\ CYP2C851 
fi?*#tfMIAWWIf«. S6t, »«Lftl)HA*SJ(E 

js&TSMtra. ^r-, ^Ud^nfcDNA»rft-©A^^ 

ftSfiHkHSlW*. 

[0 0 2 2] d©J;9%^!*tbTtt, 0H*fcf, £ll££ 
^BT^S^M (Restriction Fragment Length Polytnorp 
h isra/RFLP) mm L fc^te^PCR-RFLPjS^Jb^tf £> 

nso attWKtt, sjEB*©B»»ffifi:aa*^F«E'r 

feSV^4$iJfSSSjRJQ.ac«3:r3T^i;SDNA8fiT- 

Sfei:a»ffr©*#**«*H!ai:ltKbT^b-r5. c©^ 
M^tygp^^PCRStcioTitiffiL. ^ft?*ft©fHPS 

^-pias-rscttjcoT, ^ne.©^s?:«M»S!i 

f£©^> F©^S)JS©Mi: LT&tB-f* C 

»*vtt. stfimiiACi:n&oiiimHcj:oTfla 

U *Sta«iLfe«. *5§B^©yn-7DNA%fflV^TU- 

©astjKUTaiaKt'Scfc^-et*. coSffiT? 

14, flV ADNAfiiW- 1 fcS^fr 6HS! LfcRNA«SM£3§: 
^T-cDNAt U c n««<OSSMBWR-e<aKLA 

fc, d ©cDNA^H^ fc LTPCRT-CYP2C8«£?;&^t?DNA 

[0 0 2 3] S6t»J©*ffifcftV»TI4> SI*, 
A^DNAM^^P^-TSo ^JV>T% CYP2C8}I{5?*^tyD 

NA^tiiii-rso tsfiLfciaiA*-^DBAC)!¥« 

£-£Se ^^T% IWl«*ft-*«DIIA*3a£tt^± 
T»*-rS. »*b/fc-*«n)NA©y;U±Tf©»»S* 

ttmtttm-Zo 

[0 0 2 4] IS7aStbTt4, 0IJ^.tt*PCR-SSCP (single- 
strand conformation po lymorph ism^ — ^WM'lKW^.^ 
(Cloning and polymerase chain reaction-single 
-strand conformation polymorphism analysis of anon 
ymous Alu repeats on chromosome 11. Genomics. 1992 

Jan 1 ; 12(1) : 139-146., Detection of p53 gene mut 
at ions in human brain tumors by single-strand conf 
ormation polymorphism analysis of polymerase chain 

reaction products. Oncogene. 1991 Aug 1;6(8): 131 
3-1318., Multiple fluorescence -based PCR-SSCP anal 
ysis with post labeling., PCR Methods Appl. 1995 Ap 
r 1; 4(5): 275-282 C©2rSH3WW 

immmm-ho, sfes«K»©«t,'>ft<ratr^ 

>^a©tjerSfiT?j&a. ^©Msit4^©aDT'SSo 
-*mmmft*-*mt,cfm-t2, t. zmnzcomm 
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jfittgfl: U * 'J 7 * 'J ;b7 5 Hyn/«SI*C*V>T 

So 

[0 0 2 5] HftMfctt, $f\ CYP2C8a^?^r#«yDN 

ffi#200~400bpg^©S**WS Ll/\, PCRti, S 

PCROBSfc. B PS©7^yh-^ ^Ttfe^x S 
fctt «fc o T jlH Lft^5Yv-tHV^ C 
i|iBgDNA^*^l8t"S £3 

^T^cticjrt), iiiUDNA^fti^fi-rsctfeBrtg 
t, 32 PH©7^vh-7\ sjt&jfc 

^lcJ:oT«Hre*ifca£MJS»&. lidDNABffrKMlin 

-rscfctioTfeawK^fracfctf-e**. cut 

y*C±oT««jMil*ff5. C©SU #U7*U*7 

5.b'7Mcmm (5^eio%s*) ©^y-tn-^s 

fctf-p**. Sft, ^iJj^ffii§DNA8ffn-<Ol4MfcJ;D 

*iw**«, (20^625*0 -cfriv »sl 

^MtfW <b ft & v fc * t tt4 6 30°c $ -eorStT-t 

CC^VFfciiffi'fA'freSJtJtilU PCRK«fcoT 
jfAMIU ^ft^fi^-^x^^-fsctfcj; 

if->^i>7nv^ KJf>®ftesaif t .fcoTifte-rs 

CtKJc^T, M>F£&ffi-f*CfctfT*€5. 
[0 0 2 6] SBtgiJO^ffitt. £1% WMitn&IHA 
jt***Si»r3. <^T% CYP2C8ilfs^S:#tyDNA£ig 

LTB, H*tf, KttAW*4E?'1' (denaturant gra 
dient gel electrophoresis : DGGEjS) ^Wl^f* C 

ttftfSSo DGGE^a, Sfswjoiia^Eoa&s#U7 
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IMEIt CYP2C8il^?^tfDNA%*^© 
10 &oTVS^y7^y;l'75F'y;l/'t'T*^ScttU » 

stjtiws. *a*<#«E-raDHABfJt©*&, -fctpfg 
vatt»jiR«ffiHT7DiiABffr*«-2(c«K:a *> . mmaz 

[0027] sscaiosaii, WMKrewH 

LfcCYP2C8iafi ; f ^•a-iyDNA, fc<fctf^DNA£;vf 7'J ^ 

fttSo #^T\ &DNAfcEi£«*Satt*-e*. $6 
fc, 8SCH^*nft7 f F:/n-:7fc/vf 7U 
20 ^XLfeDHA^tfiffl-rSCfcCJ:?), CYP2C8itfi ; ?£ 

<apaKr?*s!©««k ttrat- • we*, 

JS. pl28-135) tfflWaVt?#S. ffl$#fr?>©CYP2C8jH5 

?*^trwiAK»©tiiiiitt* a*#fc«ao35rffiTffT5 

C fcffT?**. l£DNAtS*}©Il^©»i: L Vtt*fc*JV 

t», «*a»two5i5(iiJsiejiMiu arm. ml ij 

AJ&SCSia-rseifcWT'^S. &fe<*DNAfr?,:£73)£© 

mmwzmm? % k a. wi* if cYP2C8ite ; ?^tyDNA 

*mm t LftPOW 1 1 o TCYP2C8S^?^^tyDNA^iS 

[0 0 2 8] *^tCfc^T rg^j tit, 

B^tcfci/>T? * U^-^ Flctt, ^ y df? ^ u^-g 1 FfcJ; 
D**°y 7- >7 h-*?- FA^SnSo *fgBJi©SKtt N 7 * 

40 A\ -)Sfe:DBA7bl'K«T*^^nSSS«rSf)itffl 
V 3 3o 

[0 0 2 9] -^CDNATb^a. flf*BfiK:SfiK:7y 

toW ©DNAtt^Sligtt (non- porous) ©SISOgEJI fc 
7«;>FSnSo *S©«Jltt, -iRWKtt^X^fe 
(porous) OI, PJAffnFn-b;l/n-X?« 

[0 0 3 0] *^CfeW, ?f U^KOHS (7 
W) Tiffit LT % Affymetrix?±^t<tS*yri7^ 

so u^F*s*fcLfc7b'fa , ffij^#*o *u=r?^ 
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KC7W K:*5^T, *U 3? * W"?- FttS^ 
-fy+M^On situ)T'-a-^^tlS„ photoli 
thographic©BEftT (Affymetr ix*t) , *J:tHfc¥*ft* 
H^c?-&5fci6©-l'y^v f x^ h(Rosetta Inphannatic 

[0 0 3 1 ] g&£H5£-f S^b*^ FXn-Xtt, 

cYPzc8it^?©^^*^tH-ra ci t #t*#s feoT-sn 

?fc#s«c;wxyx^XTSJ:5&Xn-x-r-25 
a. tsma^w x y *v x^Rjigr-fena*, 

fF^n-m ^ffi1-SCYP2C8jS^?*-&tfDNA, $ 
rcit^m^t SCYP2C8>t<g?fctt U ^CffiBttT? 

[0 0 3 2] 438Wfc*VTWECtS^**S3«*b* 

**J4, 5imiO~lOO-<-xr-S'3, »SL<ttlO~50 
^-XT-ifctK ^?.t»SL<ttl5~25-^-XT-feS„ 
[0 0 3 3] ^HStn&^Tte, #v>T\ SkDNABffii 

Xa-XK#U BlAtm*>WX'.WX£-e:S. ^ 

fcHJTf 3 7 * K^n-^oa*«OBKHC J: 

[0 0 3 4] ^fgBJlCfcVTHu ^T*, ^DNAS^t 
«RCH3e*nft5« * FXn-X kO/vf 7»J X 

(i, -SSWtX^-f FtfvXJcHitLfcDNAfcXn-X 

WiW»CteVT5! * b*^FXn-XfcfE«-f So 
[0 0 3 5] ±H2©7??££WCfc, ^tlO^S©* 

(Allele Specific 0 1 igonucleotide/ASO) 

fcB»DHA-C>W X'J X^-tf-fa >%fi*-tJ:Sfc, g 

So ^ttfclJ-lfVT'n'yh&f, WSfcSSfcSSIiaW 
-? HO^ 7 ^t'f >t3 C t C 

fctfT*#S 0 Sfc, y#7^U7— IfAS^^^Br 

**&BllA*PCM^f»cJ:-3Till«U ctv&X^XS F 
£ — ^ tCffla^ai A^^CYP2C8jfifi?cDNA^ A -1 6 ISM L 
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SETa»»K*v^Ttt/Wyu >y Ftf-^ffiffjgfc&S 

c n**- f 9 s;* x^ 7 -c -^7?«ffif s c fc e * o 
[0036] ^ofl&o^wo^softUistRrj^a^ffi 

IjRa^flfjSKJ:*^ (Griffin TJ and Smith LM , T 
rends Biotechnol . vol.18, pp77-84 , (2000)) , 
10 2)Taq-Man PCRt<t573ffi (Livak KJ. Genet. Anal, v 
ol.l4, ppl43-149, (1999), CYP^xOjSfflPJ : Hiratsuka 
M et al . , Biol. Pharm. Bull, vol.23, ppll31-1135, 
(2000)) s 

3) PyrosequencingC cfcSTaSc (Ahmad ian A et al., Ana 
1 . B iochem . v o 1 . 280 ,ppl03-110 , (2000)) „ 

4) Invaderj£CJ;575ia (Lyamichev V et al., Nat. Bi 
o techno 1. vol. 17 , pp292-296 , (1999), ^-r-f*;l/F 

■>a»fT m&^m^ vol .4 . n 0 .1 , pp44-5i* * 

tfpp68-72 (2000)) 

•&S*»WOCYP2C8ae?C£Cft*liO«ffi*Br«6K 

So 

[0037] *mm&it, cyp2C8fc«t vwgfetizm 

So ^-O-OCD^tts CYP2C8it{5?O1210#B?:#tf 
H^fcttjfcf 3DNA»C/WXy?"'f'XU '>£< tfel5 
? ^ FO«ft*frr**U * b^f 1 F£# 
30 «y, CYP2C8CJ:t)fW*n5lWltS^Sft«SHtO* 

^nso 

[0 0 3 8] M^y dTF^L/^Ftt, CYPZCSjifc?*: 
^'tfDNAClfgWtCM^Xy^l'X-rSfeOT'feSo El 

l? r^wtc^-rxy^vx-rsj tiA. mn®>^ 
x y x^ v- 3 >^ffT, » s l < ax f y >->"x > 

•y ^ C, Mo lecu lar C Ion ing ,Co Id Spr ing Harbour Labor 
atory Press , New York '.USA M 2 (Sl989fcfBic0^fF) 
40 Kfcv^T, flfiC^V^^R^n-F-rSDNAfc^DXM 

>cxy x^r-tf-^3 v^^c^c&v^e: t^m^-r 
So #sM4^-rxyxi'X^RitgT*fentt\ K*u=f 

? ^7 Utf - F«. ^ffi-TSCYP2C8iilfg : F©^agaylJ£» 
^(cfMWT'SS^tt^^o 

tff?5„ ^'Jn'Jf^lx^F^Xvi'v-fcLTffl 
^©fiStt, ji#15bp~100bpX$5, JffS 

L<tti7bp~30b P xfeSo x^-rv-a, ^mmi^ 
bo «ycyp2C8ae ; fO'>a<i:fe-w*ia*L5afeot?* 
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tiar, wtwHsnav^. sfc, ±e* u=f 

F^^n-^tLT^ffl-rs^ K^n-rm, CYP2 
C8Jte?oizio»SOJfiS*^trS«K:»>Srsi«AE 

T fe <fc < , 31#'>& < t l5bpfeLL©»S**rrSo 
[0 0 4 0] #fgijli©:*y :f?*b^F{±, 0>J*f£r|j 

js©* y * u*^ K^jawc ± Draws <r ksV-e 

t5 0 ^D-^li, fMB£liiMgi^K<fcoTltf#2ftS 

[0 0 4 1] *fm<0*V3?>/U*?\ t *7n--7t 

v\> MWL?Z?smtLTl&, T4d-°U?^^f-F^-f- 
-tf^MV^T, * 'J 3 ? £ l^f- F©5 i$£ 32 PT- 'J >g? 

? >7 u*? vm*y br 32 mvyj vy— 
7\ myt&m, $mt\£t^y^c^rmm^nrz& 

K«iS*l!lt)iiS-arS*ffi (^^AT^AS^D * 
[0 0 4 2] Sfc, *»raCfett«ttJESIlOgiJ08iai 

t*, cYP2C8itfi?ci 1 2 1 o# s *MST 

£ * *ift*K*> 6 ft * CYP2C8 1 J: 0 ft* * ti a 3BIIKW 

[0 0 4 3] Sfc, **flCfeltattS3!iOBiJ<D®» 
CYPZC8>tfc? <0 1 2 10# g *^ty^(cMJS-r SDNA 
£ifi!f1^5J;5£Kff2ftfc7*7-F:7'^v-;&tf 30 

tt, a3?15bp~100bpT-£?3, »SL<lil7bp~30bpT- 

ftV\, 

[0 0 4 4] ±!20^SMlcfev>T«, m%$LttX*1b2> 

*u^7*u*^kjjwhj:, 0J*tf, 

zk, J?®ffi14?PJ, lift, 7§&?»9J> 

(BSA^-tr^>&i:) , 40 
[0045] tzn#58m. cmc&icxvim-gtizm 

o— Qonau:, cYP2C8<ostt*i§«fr«?3S-ea6 
So **ttfc4svTtt, sr, 404#g©7=y^s 
^79-yr-£5CYP2C8iie : f^i6ii-r5»aaii:. 

It. mz-tf, fc:F, -9-;k ->->, 7 
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*£*!l|g**i&V\, r«M#ao75/«»i!l«75= 
tt©404# g © 7 5 7 iiitf77-y?S 5 CYP2C8il 

[0 0 4 6] tTtt, 0«* 

3£Mfcm Mifbim *v/<* 

[0 0 4 7] 404#g©75/I$IStf7-7-yT*;&3C 
YP2C8»12?£#g§tTS«^©$13Hb£t!© rgf$j 

a, wit, K*£?*$ssi-r z> m^ommm^mmit-t 

^K^r^JlTSDNA^^^-*, KIHiS-^WA-rscit 
fcj;0, refill tff5ctm*. 

[0 0 4 8] *7^S^Ct3V^Ttt, #U>T\ BE«fi?«D« 
31SWT'fe5CYP2C8©Stt%iJ^-rSo CYP2C8©«14© 

£*-tr;k 75*?nx ■fey/^X^^VRtfA/I/V-fe* 

[0 0 4 9] H*tf» ^i"J*^-b;H4CVP2C8KJ:t)H 
fl;$ft6 o-fc Fa+i/;Ht%iK^$ft5„ C©J;-5 

J£tOl/->T{i, ^Jx.tt", Walle T. (Methods Enzymol. 2 
72:145-151 (1996)) \C& <0 Sp?<1T^5. 
[0 0 5 0] *^fttte^Ttt, #V>T*, SJ^bfcCYP2 

j;-5CLTiilR$ftfdk^tltt, SaBSi'^y*** 
;k HMG-CoAU^^— blI«^J-bU^X^f->, fix^ 

tfL^MBS^75*^P Vt§©tffP2C8lCj; t)^if^ft5fe 

ft, ±Fv>^-u^y-r>»Rtf77*K>»*^4y 

Sft«^K©ftfe©l£^p°p^ffi{t^tli:aa 0 
[0 0 5 1 ] *%iOX^'J-->^afcj;»iS 



#112 0 0 3-9 3 0 6 8 



mk fftk *^-b/wa, isnetiw. g£s^©*§ 

£\ /vy7^M£*Vf CfcAn?tSA\ CftSfcWIB* 

©ft^^DNAT'fe § Jf MDNA££ftrt tS^-f 3 H 

;l/X&i:©^;l>X'^#— 'PV$V-L.m<D#*7'ffr 
X^7^-. lEVtt, naked DNA©JgffiT*?!jfflT3 d £ 
A^tSo S^j£i: bTtt, in vivoS*5j;lfex vivo 

[0 0 5 2] 

MOT] WT, *«W«^6fi«!lCJ:5«6K:ft(W9K 

[^WJl] CYP2C8iIf5?^li0^ffi 
DNAatB 

•^MxyXSmMif^^ (Osaka. Japan), STfcfct, S 
i!g^p a p6p n p^£if^mOJapanese Collection of Res 
earch Biosources (Tokyo, Japan) «fc t>f#fco 

xio'ffllSA^, 



gen, Hilden, Germany) J&fflVTfrofco StlfeDKA 
©ffiKte, BVKUXCtOillSU UHA38«(±H?iJS«E-r 

[0 0 5 3] CYP2C8X»yy©lB?!| 

miAKr#*$VADHA«fct>, ^VAn>7V^WJ(NT oo 

8878) \cmts< j y b n ye^mtawrs nfcasftcw 

2C8ltgftl7*5'f"?-©-fey h%fflV^T±iiigbfc„ 
^ PGR Product Pre-Sequenc ing Kit (USB Co., Cleve 
land, 0H)^rffl^TiitSbfcPCR^tl^MiSKO^T, AB 
I BigDye Terminator Cycle Sequencing Kit (Applied 
Biosystems. Foster City. CA)£fflt^TIffigK?lJi£;£L 
fco jlf]&feSS£:DyeEx96 plate (Qiagen)^fflV^T^ 
Lfc 0 ?§tB$£ABI Prism 3700DNA Analyzer (Applied 
B iosys terns) C * t> Lfc„ 
[0 0 5 4] 73©B*A^5£-fe;l^5-r>A^fflffi^nfc 
^rVADNA©I2?U£ifc&rSi:i:£<fctU CYP2C8jifi? 
t££9{@©SNPs£&ffiLfc (Si) o 40©SNPs&x£y 

SBftgtiE (3 -UTR) *fc<Wl/tt\fc. ^©5U, 30 
©X^y>©SNPs&, 75/SE©^MtOS:A^fc (g4 
16a, R139K; all96g. K399R ; cl210g. P404A) „ 
[0 0 5 5] 

ma 



13(306 
136395 
138686 
138687 
164977 
164991 
166011 
165178 
166865 



+106~exon8 
+24~«±a 



K399R 
P404A 
G410G 



[0 0 5 6] 2 ] CYP2C8gJ§{*©?S3S 

T^xsFag 

^SS ; 4^CYP2C8ifM-^Human Adult Normal Liver c 
DNA (Biochain Institute Inc., Hayward, CA)A^?>5 -A 
AGGCTTCAATGGAACCTT-3 (SHJ'JS^ : 1 ) © 7 * 7 - K 7° 
■7t'V- % &t>\ 5 -TCAGCAGCCAGATGGGCTAGC-3 (SS?'J 
#^:2) ©'J^-X7*7>fV-;&ffl v ">TittBLfc, PCR 
iH$Sl£DlLScpCR3 .\^-7$— (Invitrogen.Groningen, Ne 
therlands) tC, Eukaryotic TA Cloning Kit (Invitrog 
en)*JH/->T^a— yitLtCo Quick Change Site-Direc 
ted Mutagenesis Kit (Stratagene , La Jo 11a, CA)&If 
»^|UCYP2C8/pCR3.17°9X= h'^titLTffll^ 3 
41 ©J£— CYP2C8^M<*(g416a, R139K; gll96a, K399R; 
cl210g, P404A), RO\ ll@©-fi^M#(R139K/K399R) 
**M5bfeo ^©^Hft©£BB5iJ£DNA 



[0 0 5 7] IfflflatggRO'-iltt h7^7i»->3> 
thffJS-b/I/^-OHep G2lHIS^-->U>, Xbb7 
b^i^X $.T>\ 10%7^ifo)i£i)P;ifcDulbecco s M 
odified Eagle Medium^, 5%C02~K 37f7?i§§ L7c 0 
h7>X7x^J'3y©MB, «(1.5X10 6 «)^10 
onJS*mC»abfc. iS«24«fH«, «£StiMfOPTI 

MEM (Life Technologies, Rockville .MD^gfe^Lfco 
7/ig©H ! ^iiCYP2C8, ^©30©#-^M^ RU\ lO 
C~IIIft7'7X5h\ £© P CR3 .17-7X5 

F%L ipofectAMINE PLUS ^(Life Technologies)^ 
v->T, Siii#©^K^Th7VX7x^M,fCo b 
7>X7i* h LfcCYP2C8©f§^b^;btt. ^24B#P^CD 
ig»tKtf-^titLfc©T' (x-^S^-f) , 24BffSB 
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fefcRneasy kit (Qu iagen)£ <k 0ls!lRUfc„ 
[0 0 5 8] 5?py-A8B8 
HepG2«^7k^ Lfc U V^HIBit (pH 7 .4) T* 2 IUifc# 
tg, 7k?&bfc0.25 H Sucrose, 25 mM KC1 , 0 .5 mM EDTA 
^r#€?50 mM *]V'yJ±V>MM.ffl&.<plL 7.4)^7^ -y 
->i<tt)ilJfiLfc„ 1.000 x gT'StflH (4°C) il^LT 

S>7--f If-E J: D ^^t-fXLTiibft. JK#L7c 
«*9,000 x gtMOSHH (4°C) Sti&ft, *5£*©± 
)f*105,000 x gT?60#IH (4°C) Ja^LTitSS^f/co 10 
S#^SifflIBHiS:#*$Kr=J&. £©r£JS£:150 mM KC1 
^r-g-€?50 mM 7J U ^ A U >$?lf (pH 7 .4) K^Sl 

^ P. K 105 ,000 x gT'SOftlS (AX) j&kLTtfcfK£ 
ff/co itIS&lOK Glycero l£^tf50 mil * "J «>AU V» 
H«f£(pH 7.4)CSISL, 5^nV-AH^fcLfco 

[0 0 5 9] Vx.X9y7uv7-jy>? 
CYP2C8&tf*-©^M#©Hep G2 iBBS©-iift?£3g© U 
^b^^-TSfc*, S^nV-AH^(MeK30/ig) 
£SDS^>7;WS-y7r-#£&8?U 8% SDS#V7* 
U;U75 F-{r;l/±T'SSt&I&U - F n-fe;bn-*M 20 

(Schleicher&Schuell Inc., Dassel, Germany) iC^L 
fc 0 ->-9-^ia-tbCYP2C8*U^n- 
•fhfflfc (Research Diagnostics Inc., Flanders, N 
J) , ^^fit-^^+^VsHU^D— tvHji 
& (StressGen Biotechnologies Corp., Victoria, BC, 

Canada) © if*. &<n*-#R#fc U 125 I-WWfttfiJ- 
^Ig[F(ab )2$fjt : 2X10 6 cpm] (Amersham Pharmacia 
Biotech, Buckinghamshire, UK) ^~^Sx{*t LTffiffl 
U BAS-1500 (Fuji Film, Tokyo, Japan) X'"f— 
^tffbfto 5^nV-A®^*©CYP2C8^att, Ay 30 

F3£*£^PCYP2C8fg§im45?ny-A (Gentest Co 
rporation, Wobum , MA) F3**fcJ*ttLTmH 

[0 0 6 0] aiK^O^SR S/cfct. 
^©^SftT^X = FT*h7>X7i^h LfcHep G2iffl 
? U y-I>II;frfF'©CYP2C8M6«©?£ISl^;l'£' 

Trs-f,, 5^nv-Atc/j« (er) #*ras. er-h 

; i'gaR*;I/**5'V (Williams D .B . , Biochem.Cell 
Biol. 73:123-132 (1995)) ©^A/ 1 7"n-y FE<fc ?)» 
ffiL (Hi) , CYP2C8©^U"^;l/©^{bt^fflt 40 
Tco ^S&P404A©J§SIl^;Hi^£M©?SSIL'^/l't 
J±^T46 .4±5 .0%C!^'>bTV>fco ^HS!K399R©?ggi 
l^;I/&3:7c40 .4±2.4%tcM / >bTl/^c„ ft7jnWtC139 

tt*7>u*=- yfr s >J s?>taji«*, -m^mw cri3 

9K/K399R) fc-r*E4:CJ:!>5B« U"OW4 fe i: CR* <fc 
[0061] y-f>7P7 Fgjg 

LTfflW/-f>7n7 h#«T*f?ofc (Brown T.. 
MackeyK., "Current Protocols in Mo lecu larB io log so 



18 

y" .supple .37, Unit 4.9, Ausubel F.M. et al.g, Joh 
n Wiley&Sons Inc., New York (1997)) „ CYP2C8©;W 
jrj-g-i'a>7u-7t LT. S : ^llCYP2C8/pCR 
3.1^7X5 F^Hind IHMfXho IT^SStU 
;tfn— X^JiDQIAquick Gel Extraction Kit (Quiag 
en)*J8l^T»lHLfc. 3>bn-;Pya-^tLT, 
^*'J-b;P7;Vf f t F3U yWr^ Yuf-f— mfc (G3P 
DH) 5:, 7*7-Fy7-1 , '7- (5 -TGAAGGTCGGAGTCAAC 
GGATTTGGT-3 /SB?IJ#^:3) , &tfU ^-X77^V- 
(5 -CATGTGGGCCATGAGGTCCACCAC -3 /IE?IJ#^:4) , M 
rjKHVFD— ;l/cDNA (Clontech, Palo Alto, CA) £ 
KStbTfflV^TJiilSb7£o CtT. ?>©$?#$: [a- 32 P] 
-r^-^i/CTP (Amersham Pharmacia Biotech.) "PRedip 
rime II Random Prime Labelling System (Amersham P 
harmacia Biotech.) £rffl^T}f.l$U G-50 Micro Colu 
mn (Amersham Pharmacia Biotech.) T'ffilL, t\4~7 

[0 0 6 2] SaKU^/l/*<»'>-rSSIIt*aC399RRtfP 
404A©mRNAb^;b?: F 9 >X7 x >? F LfcHep G2«^ 

A,EmVT-$>2>Ct*ft%Lrc (02) q 

[0 0 6 3] cn&©|g^a. K399RStfP404A©SaK 
fg3gL"-*;I/©jS*!>«\ cn6©7'5XS F©{fihvV7. 

©MeK^H©M'>tt^ CYP2D6* lOKfc^T^lgSttS 
<fc 5 iC (Johansson I . Et a 1 . , Mol .Pharmaco 1 . 46 :452 
-459 (1994) I Fukuda T. et al. , Arch .B iochem .B iophy 
s. 380:303-308 (2000)) , &Mg&ft<D&fe$.tj t cn 

So gnu aaw«38ffl^ttrftiBewD^ttfi«*ii 

«n**>ofc*\ SM*P404A©-^3ttCfeVTtt, C 
hou-FasmanZ^ffijg^ S!l y7F«7x7C«fct) turn- to-he 

[0 0 6 4] 3 ] CYP2C8^g#:©^^ U ^*-tr 

;l/6tt-t Fn*i/5— tffiHt 

S4§iCYP2C8SO* ; r;©^S<*©^i' U ^*-b;b6a -t F 

Hep G2«frP>©5^DV-A (150/igSSM) ^Jl</^ 
T^Lfco ^»J2 fcra«fc5*ny-AH#*lMH 
L. J-XT©6 a -t Fa+^5— b*ffitt©jS!lStffiv 

Ito 

[0 0 6 5] j?^-fa;I/6 a-HFP^->7- tfyg 

14©»fi 

U ^*-b;l/6 a -t: Fn*->7- tf©rS14^lUT© 

fcLT, 2.0~6.7/iM©^^U^+-b;K 150/ig©5^ 
ny-ASSJt (cn5>©MeK«tt. 
-f A / y a -y F J: D Ifffi Lfc/J^*^#«t * 0 
fkLfc I 01) . RI>\ IraM NADPH (Roche Diagnosti 
cs. Tokyo, Japan) .5m l©50mM U U 



(11) 
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^A^777- (pH 7.4) fffcS-A/eVfc. 37T:^©1 

WtJLWeRj5%±tb1i B il^fcrtSB^P (800pmol 
£D7,13-5'7'fe^l'-'^j!3^-> HI (Alexis Biochemical 
s. San Diego, CA) ) TflMBU lMKWL 
ft„ 6.000X g T*15^P^L>Lfc^ ^H^^orTg 

50% (v/v) tm^esojii 

^HPLClCtfbTCo Inertsil 0DS-80A ((^3=^4 .6mm 

X 150mm, 5 fim; GLSciences Inc., Tokyo , Japan) £ 
ilAfcLC-VPv'X-rA (Shimadzu Co., Kyoto. Japan) 
*ffiVTHPLC#*r*fTofc. ^U**-fe>K06o-t F 



9, v/v/v) T\ ?5ttiil.2ml/^T7-YV^^^-y^?gtHb 
.fco 230nm<DUVB&lR, *7 A7£fi40"CT'$>ttl bfc 
•J **-fe>I*a -fc Ko^>7— gffitt©5*xy X-;* 
yf^7^-^~ (E*Ht©KmSLtfVmax) ^EnzymeKi 
neticsV? h^i7 (Trinity Software, Campton, N 
H) 4fflV>T7'fyf-f-/ , i--^-*^7 bZftffi? 

[0 0 6 6] H^Rtf "J ^■tol* 

a - 1 K n ^5/^— trglttt. 62 .5-500 jtgOS^ny 
-AMfiMmoVTilliWCiSfiPbfeo *2ty\ m g M 

[0 0 6 7] 
»2] 





R139X 
K399R 

R139K/K399R 
P404A 



.2±3.2 
i.6±2.9 
.1±4.7 



(pnol/tt/«g gaH) 



68. 3±11.0* 

71.1±12.2(a) 

72.8±17.0(a) 



4.75±0. 43** 
3.44±0.26** 



9- * tt^TaaSUMWSiSD-pfc*. 
(a)p<0.k *p<0.05, **p<0.01» (X^rt 
-x> h t 

[0 0 6 8] S^CYP2C8-J?{±, thBfttlS^nV— A 
ICO^Tf5.n7cI (MAS, WalleT.) CESffSKmR 
7jVmaxffiA^6>nfco ^HI*R139K/K399R (CYP2C8*3) 

^©*-^ftR139KSrj=K399Ri:llb<J;5C, Vmax 
:fcJ:tf£y75VX (Vmax/Km) C01/'«TM^b7clt^r 
T^bfto ^#R139K/K399RM6K©5Silb^;W;t!g ; £ 
SiW^tlfclWIbT-Sofc (01) <DX\ COffi^tHP 
^^•7— lfgffi±Vmax©praol CYP2C8-g*gffi [29.8+1. 
2 (g^ID fr£>19.6±1.5 (R139K/K399R) pmol/TjVpmo 
1 CYP2C8, P<0.001] 1kTfi>V77>Z. [1.88+0.28 

(W&M) 1.34+0 .32 (R139K/K399R) fi l/^/pmo 
1 CYP2C8, P<0.1] {CSW^nTVfco 

[0 0 6 9] ^S#:P404At J: tHflit^ 'J 

SlfigC pmol CYP2C8lcS-^< ^'JT^yX 

SEQUENCE LISTING 
<110> National Institute of Health Sciences 
<110> The Organization for Pharmaceutical Safety and Research 
<110> Genox Research, Inc. 

<120> Relation between polymorphism of the metabolic enzyme 

CYP2C8 and drug metabolism 
<130> G1-A0107 
<140> 



S©1.88±0.28tt*fbT2.55±0.72 (P404A) fi l/#/pm. 
ol CYP2C8T*Sofc] „ 
[0 0 7 0] ^[H©*S^tts CYP2C8ite?Orfi^Sft: 
(R139K/K399R, CYP2C8*3) C?l4&f^ §ril^ftP40 

[0 0 7 1] 

mm<D%$k] *56MCJ:D, CYP2C8KJ:»)«W*ns 

^^rE^atbre^-r^^t. cwzracfcott* 
*m^sn^o j^nftwca, *^tiycYP2C8t 
ocYP2C8iie?o^sy%fijfflbfc^fi737£, msmiim 
sub bfcx^'j -^y^a*<ffi«sns. 

[0 0 7 2] 



<160> 4 

<170> Patentln Ver . 2.1 
<210> 1 
<211> 19 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> primer 
<400> 1 



<210> 2 
<211> 21 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> primer 
<400> 2 

tcagcagcca gatgggctag c 
<210> 3 
<211> 26 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> primer 
<400> 3 

tgaaggtcgg agtcaacgga tttggt 
<210> 4 
<211> 24 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> primer 
<400> 4 

catgtgggcc atgaggtcca ccac 



[01] CYP2C8MeMO^i,/yn-y btOlS^^-T 40 
^*T'SSo V-y\ : £<D-?^7>~ F ; b->2 : W 
u-y3 :ri39k; :k399r; u-ys : 

R139K/K399R I : P404A o 



IM2) ^£§yCYP2C8, M^'K. ^©2d©^^i* (K 
399R&.t>*P404A) Ft" SmRNA©/— *f>7"n >y F 

F ; : g£S ; b->3 : K399R ; b->4 : P 

404A o 
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cyp2C8 • ^ 
±,u**v>-^ t» - w «» «• ■ £ 
1 2 3 4 5 6 



(51) Int. CI. 7 issued 
G 0 1 N 33/53 
33/566 

wmwm mm m- 

^«iE'ttfflS : E±ffls 1-18-1 miim 

jRa»ffifflSE±fflK i-18-l HiE 

(7z)^# aw #3t 

j»KSP1SBa8K±ffl* 1-18-1 



[H2] 




12 3 4 



f i f-n-y (##) 

G 0 1 N 33/566 

C 1 2N 15/00 ZNAA 

ere) aw* mm mm 

j»K»ittfflSK±fflK i -is- 1 mam 

F £-A(#%) 2G045 AA40 BA11 BB50 DA12 DA13 

DAI 4 DA36 FB02 
4B024 AA01 BA08 CA02 DA03 HA17 
4B063 QA13 QA18 QQ08 QQ22 QQ42 

QQ52 QQ95 QR02 QR32 QR35 

QR55 QR62 QR67 QR77 QR84 

QS25 QS34 



